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DETAILED ACTION 

The RCE filed on 12-16-04 is acknowledged. 
Claims included in the prosecution are 50-124. 

Claim Rejections - 35 USC § 103 

1 . The text of those sections of Title 35, U.S. Code not included in this action 
can be found in a prior Office action. 

2. Claims 50-124 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over WO 98/07414 cited in the previous action. WO discloses the same process 
of preparation for the rapidly dispersing oral dosage forms of hydrophobic 
compounds wherein the particles are coated with at least two surfactants; one of 
the surfactants is a phospholipid (surface modifying agent). The average particle 
sizes of the hydrophobic compound are less than 10 microns. The composition 
contains other claimed materials such as celluloses and mannitol. The process of 
preparation involves the mixing of the components (water insoluble active agent 
and the surface modifying agents) in an aqueous medium, sonicating it and 
lyophilizing the composition to form particles (note the abstract, page 2, line 25 
through page 8, line 19, Examples and claims). The process by WO differs from 
the claimed process in the amended claims in that, the bulking agent is added 
along with the active agent and the surface modifiers. However, in the paragraph 
bridging pages 7 and 8, WO teaches subjecting the mixture of the phospholipid 
and the active agent to procedures such as sonication and homogenization and 
the goes on to teach that mannitol and other agents may be added to adjust the 
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final formulation to isotonicity as well as a stabilizing agent during drying. It would 
have been obvious to one of ordinary skill in the art from these teachings that the 
addition of mannitol is a manipulatable parameter, that is, it can be added either 
before or after the homogenization step with the expectation of obtaining the best 
possible stabilized product. Instant invention therefore, is an obvious extension of 
the prior art's teachings. A careful review of instant specification on page 6 
indicates that mannitol can be added prior to producing the micronized particles 
of the therapeutic agent (formulation) or to the homogeneous suspension of 
micro particles prior to freeze-drying and thus, this step does not appear to be 
critical. 

Applicant's arguments have been fully considered, but are not found to be 
persuasive. Applicant argues that the claimed process surprisingly provides dried 
particles that are essentially devoid of 

particle aggregation, even after reconstitution following periods of storage. This 
argument is not found to be persuasive since the prior art teaches the same 
composition and claims stability of the composition and control of particle growth. 
Since the same components will be present, one would expect the same 
properties upon the addition the addition of an aqueous medium and therefore, 
the examiner does not find that property surprising. Secondly, the claim are 
drawn to rapidly disintegrating dosage form which means they are for oral 
administration and disintegrate either in the mouth and in acidic stomach and 
applicant has not shown that the prior art form and instant form have different 
properties under these conditions. Finally it should be pointed out that instant 
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claims do not recite any amounts for the components other than phospholipids. 
For this reason applicant's arguments that mannitol in the prior art is added only 
to adjust the isotonicity are not found to be persuasive. As applicants themselves 
admit, mannitol is added in the prior art also as a stabilizing aid. 
3. Claims 50-124 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Yarwood (5,827,541) in further combination with Green (5,976,577) of 
record or Na (5,326,552) or WO 98/07414 cited above by themselves or in 
combination. 

Yarwood discloses a process for the rapidly dispersing oral dosage forms of 
hydrophobic compounds wherein the particles are coated with a surfactant 
(surface modifying agent). The surfactant taught is claimed poloxamer. The 
average particle sizes of the hydrophobic compound are less than 10 microns. 
The composition contains other materials such as celluloses and mannitol. The 
process of preparation involves the mixing of the components and lyophilizing the 
composition to form particles, (note the abstract, column 1, line 54 through col. 4, 
line 14, Examples and claims). Yarwood does not disclose phospholipids as the 
surfactant; Yarwood also does not teach a combination of surfactants. However, 
it should be pointed out that according to Yarwood on col. 2, line 51 et seq., any 
surfactant, which fulfills the requirement of pharmaceutical acceptability, may be 
used. Therefore, it would have been obvious to one of ordinary skill in the art to 
use phospholipids which are well know surfactants in the process of Yarwood 
based on this suggestion and from the guidance provided with a reasonable 
expectation of success. 
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One of ordinary skill in the art would be further motivated to use phospholipids 
with the expectation of obtaining at least similar results, in view of the references 
of Green, and Na and WO all of which teach the use of phospholipids to coat 
sub-micron size particles just as in instant method (see abstract and col. 5, lines 
30-48 of Green; abstract, col. 2, lines 49-53; col. 3, line 65 through col. 4, line 38 
of Na). What is also lacking in Yarwood is the teaching of the addition of mannitol 
as a separate step. However, since Yarwood is directed to rapidly dispersing oral 
dosage form same as in instant method, it is deemed obvious to one of ordinary 
skill in the art to manipulate the basic method of Yarwood with the expectation of 
obtaining the best possible results. Furthermore, as pointed out above, in the 
paragraph bridging pages 7 and 8, WO teaches subjecting the mixture of the 
phospholipid and the active agent to procedures such as sonication and 
homogenization and the goes on to teach that mannitol and other agents may be 
added to adjust the final formulation to isotonicity as well as a stabilizing agent 
during drying. It would have been obvious to one of ordinary skill in the art from 
these teachings that the addition of mannitol is a manipulatable parameter, that 
is, it can be added either before or after the homogenization step with the 
expectation of obtaining the best possible stabilized product. Instant invention 
therefore, is an obvious extension of the prior art's teachings. A careful review of 
instant specification on page 6 indicates that mannitol can be added prior to 
producing the micronized particles of the therapeutic agent (formulation) or to the 
homogeneous suspension of micro particles prior to freeze-drying and thus, this 
step does not appear to be critical. 
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NOTE: upon consideration, the rejection of claims on Yarwood alone is 
withdrawn. 

Applicant's arguments have been fully considered, but are not found to be 
persuasive. Applicant argues that Yarwood does not include a phospholipid in 
combination with an active agent, one or more surface stabilizing agents and one 
or more bulking/releasing agent. The examiner disagrees with applicants 1 
characterization of Yarwood's composition as lacking active agent and bulking 
agent since Yarwood teaches mannitol (col. 5, line 5) and Yarwood clearly 
teaches that the formulation is for hydrophobic active agents. With regard to lack 
of teachings of phospholipid in Yarwood, the examiner points out that the 
secondary references teach the use of phospholipids and Na in particular 
teaches that phospholipids are surface modifiers. Applicant argues that Yarwood 
teaches gelatin as the carrier material. This argument is not found to be 
persuasive since instant claims do not exclude gelatin. 
Applicant's arguments with regard to Green are not found to be persuasive. 
Applicant argues that Green teaches that phospholipids are among many types 
of polymer or lipid material, which may be used to coat the particles. This 
argument is not persuasive since Green is suggestive of the use of phospholipids 
as a coating material as applicants themselves recognize. Applicants' arguments 
that Green teaches away because he advocates larger particles are not found to 
be persuasive since the reason for such is to prevent the rapid release in the 
mouth itself. The use of smaller sizes is implicit from this teaching if one wants a 
rapid release in the stomach instead of mouth. This is not teaching away. 
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Applicants' arguments based on the declaration of Misra that Green's teachings 

would result in agglomerated particles are not persuasive since Green is 

combined for the teachings of phospholipids and the references of Na and WO 

which are used in the rejection show no such agglomeration. Applicants' 

arguments that NA teaches diagnostic compounds and that the particle sizes in 

Na are less than 400 nm are not found to be persuasive since Na is combined to 

show that phospholipids are commonly used surfactants to coat nanoparticles. 

Furthermore, on col. 3, lines 33-45 Na teaches that course particles can be 

reduced in size using conventional milling method and therefore, one of ordinary 

skill in the art would be motivated to prepare particles of desired sizes. The 

examiner has already addressed applicants' arguments with regard to WO. 

Double Patenting 

4. The nonstatutory double patenting rejection is based on a judicially 
created doctrine grounded in public policy (a policy reflected in the statute) so as 
to prevent the unjustified or improper timewise extension of the "right to exclude" 
granted by a patent and to prevent possible harassment by multiple assignees. 
See In re Goodman, 1 1 F.3d 1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In re 
Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 
F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 F.2d 438, 164 
USPQ 619 (CCPA 1970);and, In re Thorington, 418 F.2d 528, 163 USPQ 644 
(CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1 .321 (c) may 
be used to overcome an actual or provisional rejection based on a nonstatutory 
double patenting ground provided the conflicting application or patent is shown to 
be commonly owned with this application. See 37 CFR 1 .130(b). 

Effective January 1 , 1 994, a registered attorney or agent of record may 
sign a terminal disclaimer. A terminal disclaimer signed by the assignee must 
fully comply with 37 CFR 3.73(b). 
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5. Claims 50-1 24 are rejected under the judicially created doctrine of 
obviousness-type double patenting as being unpatentable over claims 1-11 of 
U.S. Patent No. 5,922,355. Although the conflicting claims are not identical, they 
are not patentably distinct from each other because of the following reasons. 
Claims in the said patent are drawn to a process of preparing microparticles of 
water insoluble drugs mixing the drug, a phospholipid and another surfactant and 
applying energy to reduce the particle sizes. Although patented claims do not 
specifically recite adding the bulking materials such as mannitol, the claims recite 
'comprising the steps of and that applicants^ intent to include bulking material 
such as mannitol in the comprising language is clear from the examples in the 
said patent which steps are claimed in instant claims. Instant steps of adding the 
bulking materials thus, is deemed to be included in the patented method claims. 

6. Claims 50-1 24 are rejected under the judicially created doctrine of 
obviousness-type double patenting as being unpatentable over claims 1-5 of U.S. 
Patent No. 6,228,399. Although the conflicting claims are not identical, they are 
not patentably distinct from each other because of the following reasons. Claims 
in the said patent are drawn to a process of preparing microparticles of water 
insoluble drug, cyclosporin by mixing the drug, a phospholipid and another 
surfactant and applying energy to reduce the particle sizes. Although patented 
claims do not specifically recite adding the bulking materials such as mannitol, 
the claims recite 'comprising the steps of and that applicants's intent to include 
bulking material such as mannitol in the comprising language is clear from the 
examples in the said patent which steps are claimed in instant claims. Instant 
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steps of adding the bulking materials thus, is deemed to be included in the 
patented method claims. Instant generic term, water insoluble drug includes 
cyclosporine in the patented claims. 

7. Claims 50-1 24 are rejected under the judicially created doctrine of 
obviousness-type double patenting as being unpatentable over claims 1-22 of 
U.S. Patent No. 6,465,01 6u. Although the conflicting claims are not identical, 
they are not patentably distinct from each other because of the following reasons. 
Claims in the said patent are drawn to a process of preparing microparticles of 
water insoluble drug, cyclosporin by mixing the drug, a phospholipid and another 
surfactant and applying energy to reduce the particle sizes. Although patented 
claims do not specifically recite adding the bulking materials such as mannitol, 
the claims recite 'comprising the steps of and that applicants^ intent to include 
bulking material such as mannitol in the comprising language is clear from the 
examples in the said patent which steps are claimed in instant claims. Instant 
steps of adding the bulking materials thus, is deemed to be included in the 
patented method claims. Instant generic term, water insoluble drug includes 
cyclosporine in the patented claims. 

8. Claims 50-124 are provisionally rejected under the judicially created 
doctrine of double patenting over claims 1-44 of copending Application No. 
10/443,772. This is a provisional double patenting rejection since the conflicting 
claims have not yet been patented. 

The subject matter claimed in the instant application is fully disclosed in 
the referenced copending application and would be covered by any patent 
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granted on that copending application since the referenced copending application 
and the instant application are claiming common subject matter, as follows: the 
claims in the copending application are drawn to fenofibrate compositions and a 
process of preparation of those compositions involving the same steps as in 
instant application. Instant generic 'water insoluble drug 7 is deemed to include 
fenofibrate in the claims of said copending application. 

Furthermore, there is no apparent reason why applicant would be 
prevented from presenting claims corresponding to those of the instant 
application in the other copending application. See In re Schneller, 397 
F.2d 350, 158 USPQ 210 (CCPA 1968). See also MPEP § 804. 
9. Claims 50-124 are provisionally rejected under the judicially created 
doctrine of obviousness-type double patenting as being unpatentable over claims 
1-2, 4-25, 45-47, 52-53, 55-56, 65 and 101-1 19 of copending Application No. 
10/260,788 Although the conflicting claims are not identical, they are not 
patentably distinct from each other because the claims in the copending 
application are drawn to the same process of preparation and the products 
resulting from said process and the process is directed to water insoluble drugs. 
Although the independent claims in said copending application do not recite the 
addition of bulking materials such as mannitol, the language, 'comprises 1 
provides for the inclusion of such step. Furthermore, the dependent claim 1 15 in 
fact recites mannitol. It is obvious therefore, that such a step is included as in 
instant application. 
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This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 

Any inquiry concerning this communication or earlier communications from 
the examiner should be directed to Gollamudi S. Kishore, Ph.D whose telephone 
number is (571 ) 272-0598. The examiner can normally be reached on 6:30 AM- 
4 PM, alternate Friday off. 

If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, Thurman K. Page can be reached on (571) 272-0602. 
The fax phone number for the organization where this application or proceeding 
is assigned is 703-872-9306. 

Information regarding the status of an application may be obtained from 
the Patent Application Information Retrieval (PAIR) system. Status information 
for published applications may be obtained from either Private PAIR or Public 
PAIR. Status information for unpublished applications is available through 
Private PAIR only. For more information about the PAIR system, see http://pair- 
direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll- 
free). 



Gollamudi S Kishore, Ph.D 
Primary Examiner 
Art Unit 1615 
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